Drug-Induced Hypersensitivity Syndrome to Leflunomide
Sir, Drug-induced hypersensitivity syndrome (DIHS), also known as drug-induced delayed multi-organ hypersensitivity syndrome, was previously known as drug reaction, eosinophilia, and systemic symptoms (DRESS). However, eosinophilia may not always be seen, and hence, it was renamed as DIHS. It presents as erythematous eruptions that may be purpuric, pustular or lichenoid and is accompanied by fever, lymphadenopathy, facial edema, hepatitis, myocarditis, nephritis, and sometimes pneumonia. The most common etiology of DIHS is drug induced. [1] In some patients, reactivation of herpes virus 6 and 7, Epstein-Barr Virus, and [2] cytomegalovirus has also been reported. We described a case of DIHS due to leflunomide presenting as lichenoid eruption, further going into exfoliative dermatitis and associated with jaundice.
A 48-year-old female presented to us with fever, pruritic rash all over body, and difficulty in swallowing for 15 days. Two months back, she was diagnosed as a case of rheumatoid arthritis (RA) for which she was treated outside with leflunomide (20 mg), etodolac, diacerein, and esomeprazole. Six weeks after initiating above treatment, the patient developed rash with itching which was progressive. She was investigated and found to have deranged liver function tests (LFTs) with serum glutamic oxaloacetic transaminase-75 and serum glutamic pyruvic transaminase-110. Ultrasound imaging showed mild splenomegaly. Other routine investigations were normal. She was advised to stop all medications and given prophylactic antibiotics, intravenous dexamethasone 8 mg (tapered every 5 th day by 4 mg), and other supportive treatment for 2 weeks. There was no clinical improvement; and hence, she was referred to our hospital for further management. On admission, she had lesions suggestive of herpes simplex at the angle of the mouth [ Figure 1a ], lichenoid skin lesions on trunk and extremities [ Figure 1b] , and deranged LFTs. Skin biopsy was done, revealing basket-weave orthokeratosis, basal cell vacuolar degeneration with lymphocytic exocytosis, necrotic keratinocytes, and pigment incontinence [ Figure 1c and d] which was suggestive of erythema multiforme (EM). She was treated with prednisolone 40 mg, valacyclovir 1 g twice a day, topical steroids and emollients for 7 days. After 7 days, the patient was clinically better, and her LFTs were normal. She was discharged after 7 days and was advised to taper prednisolone by 5 mg/week with follow-up every week. After 15 days, with prednisolone dose of 20 mg, there was rebound increase in rash associated with intense itching all over the body with yellowish discoloration of nails and sclera Cutaneous adverse drug reactions are on the rise due to polypharmacy and indiscriminate use of drugs by practitioners. Our patient was treated for RA with leflunomide along with esomeprazole, etodolac, and diacerein. The rash and systemic symptoms developed 6 weeks after starting above drugs. The drug hypersensitivity syndrome is known to occur after the consumption of leflunomide, esomeprazole, etodolac, and diacerein. Diacerein is known to cause Steven-Johnson syndrome (SJS) and toxic epidermal necrolysis (TEN), but no reports of DIHS have been found in the literature. [3] DIHS due to esomeprazole is rare. Symptoms appear earlier with fatal outcome. Esomeprazole is a proton-pump inhibitor with half-life of 1-2 h. [2] A single case report of etodolac causing DRESS syndrome has been reported in the literature with the onset of symptoms and signs within few days.
In our patient, the onset of signs and symptoms was 6 weeks after starting leflunomide. Initially, she had lichenoid type of skin lesions with mild derangement in LFTs. She was put on prednisolone 1 mg/kg with clinical improvement. However, the patient relapsed after reaching a dose of 20 mg. The lesions were more intense, and there was severe hepatic involvement, associated with fever and loss of appetite. The patient was admitted, and the steroid dose was increased to 40 mg. [4] Cholestyramine resin was added which helps in excretion and reabsorption of leflunomide by interfering with biliary secretion. There was a significant improvement after 2 weeks. She was maintained on the same dose for 3 weeks, and then, gradual tapering with weekly follow-up was advised. DRESS is an idiosyncratic reaction characterized by fever, rash, and eosinophilia, but they may vary from patient to patient with internal organ involvement. [1] No pathognomonic histology is found.
Leflunomide-induced hypersensitivity is quite rare and infrequently reported.
[5] Disease-modifying antirheumatic drugs, which inhibit proliferation of lymphocytes and pyrimidine synthesis, are converted in the body to active metabolite [4, 6] A771726 in gut wall plasma, liver. [5] This active metabolite has a long half-life of 2 weeks. It undergoes biliary excretion and enterohepatic circulation and also increases hepatic transaminase. Leflunomide causes delayed onset of reaction, widespread and long-lasting skin rashes, systemic involvement, and the effect on skin and appendages include [7] lichenoid, papular, SJS, TEN, pustular psoriasis, EM, and DIHS. High initial loading dose of leflunomide triggers the formation of toxic metabolites with resultant symptoms of multi-organ dysfunction. [1, 8] There are some evolving nomenclatures of DIHS system based on symptom, clinical, and laboratory values [ Table 2 ].
In our patient, onset of symptoms was 6 weeks after starting culprit drug [9] leflunomide with lichenoid tissue reaction going into exfoliative dermatitis, jaundice, systemic symptoms, and relapse on tapering of steroids. This confirms the diagnosis of leflunomide-induced DIHS. As half-life of drug is more, and enterohepatic recirculation is known with leflunomide long-term follow-up for relapse, and the prednisolone dose adjustment is necessary.
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